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DETAILED ACTION 

Acknowledgement is made of applicants' filing of the instant application as a 
Request for Continued Examination (RCE) under 37 CFR 1 .1 1 14, received 2/14/08. 

Status of the Claims 

Claims 1 , 3, 4, 5, 6, 7, 8, 9, and 1 1 are currently pending in this application and 
are the subject of the Office action. 

Claim 8 has been amended to recite the term "in a solid dosage form." 

Response to applicant's as-icir-^-^ - ^ ^ 
Rejection under 1Q2(b ) (see applicant's Kfaouunsc' ai pages 4-5) ™ claims 8,9, and 1 1 

Applicant contends that this rejection should be withdrawn for essentially the 
foHowing summarized reasons (see applicant's Response at pages 4-5); 

1) Claim 8 is amended to re^. . s ^ s ^ ^ ^ 

rejection moot because the '957 patent does not disclose a solid formulation comprising 
metformin and ghmepirlde In the relative ratios recited in the instant claims (see MPEP 
2131), 

2) The '957 patent is directed to a liquid cornposition. 

\n response, the rejection is withdrawn in view of the amendment and applicant's 
persuasive arguments. 



Beiection. under. 103(a 

Applicant contends that this rejection should be withdrawn for essentially the following 
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summarized reasons (see applicant's Response ai pages 5-1 1): 

1 ) The cited prior art references do not support a prima facie case of 
obviousness. 

2) The examiner has not provided evidence to show why a person of ordinary 
skin in the art would modify the teachings of the '957 to create the instent claimed solid 
formulation because an artisan would expect the combination to have an additive effect 
on blood glucose levels. 

3) The '957 is silent regarding synergistic effect of the combination of a 
sulfonylurea and metformin. It is noted that a combination of metformin with glyburide at 
a ratio of 75:1 does not result in a synergistic lowering of blood glucose levels In a 
diabetic patient. 

4) Applicant has unexpectedly discovered that the claimed solid formulation in a 

range of 500:1 to 500:2 of metformin/glimepiride exhibit a syn^ ' ^ ^ \^ on reducing 
blood glucose levels in a diabetic patient. Yet, the examiner has failed to consider this 
factor. 

5) The examiner has improperly used a 102 inherency argument in the context of a 

103(a) rejection by arguing that to the extent that the weight ratios taugh by the prior art 
and the instant claims overlap, the synergistic effect of the composition is construed to 
be an inherent feature of the composition (see Office action, page 7). 

\n response, the rejection is maintained as applicant's arguments are not found to 
be persuasive to overcome the rejection for the reasons previously made of record in 
the Office action, mailed 11/14/07, at pages 5-8, and for the additional reasons: 
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a) It is tlie examiner's position that to the extent that the synergistic effect of the 
claimed combination of metformin/glimepiride fails withinin the range ratio of 500/1 
to 500/2, which overlaps with the teaching of the cited reference, the composition taught 
by the cited reference impliedly teaches said a synergistic combination for lowering 
giood giucose levels. 

b) The effect of lowering blood glucose level is an intended use limitation which 
does not confer patentability to the claimed composition. 

For the above reasons, the rejection of record is deemed to be proper and is 
maintained. 

REJECTIONS 

Claim rejections - 35 USC 103(a) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 



Application/Control Number: 10/502,403 
Art Unit: 1615 



Page 5 



Claims 1, 3-9 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Chandran et al. (US Patent 6,890,957 B2), in further view of Moeckel et al. (US 
Patent 5,955,106), and Ghebre-Sellassie et al.(US Patent 6,499,984). 

Chandran et al. (US Patent 6,890,957 B2) teach liquid formulations for use in 
children and adults who are not able to swallow tablets (col. 2, lines 10-34). Chandran 
et al. also disclose that metformin and its salts, especially the hydrochloride are bitter 
and is usually marketed as a coated tablet wherein the coating is designed to mask any 
unpleasant taste (col. 2, lines 1-27). In particular, Chandran et al. teach a method of 
treating hyperglycemia comprising administering to a patient in need of treatment 
(including Type II diabetes) an antihyperglycemic effective amount of the liquid 
formulations, wherein the liquid formulations comprise metformin in an amount ranging 
from about 20 /ml to about 400 mg/ml (column 1 , lines 46-53; column 3, lines 27-34; 
column 4, lines 4-18; column 9, lines 5-10; and column 15, lines 1-60). Instant claims 8, 
9, and 1 1 are directed to "[a] method for controlling blood glucose levels in a patient 
with type 2 diabetes." Chandran et al. teach that the metformin or salt thereof may be 
in combination with one or more antihyperglycemic agents; the antihyperglycemic agent 
may be an oral antihyperglycemic agent e.g. a sulfonyl urea, such as glybyride, 
glimepride, glipizide, gluclazide, or chlorpropamide or other known sulfonyl ureas or 
other antihyperglycemic agents which act on the ATP-dependent channel of the B cells, 
wherein the metformin or salt are preferably employed in a weight ratio to the sulfonyl 
urea in the range from about 50:1 to about 300:1 (column 8, lines 1-17). The weight 
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ratio of metformin to glimepiride recited in the instant claims (ranging from 500/1 to 
500/2) is found to overlap with the teaching of Chanran etal. (column 8, lines 1-17). 
The term "synergistic combination of glimepiride and metformin or a pliarmaceutically 
acceptable salt tliereof is construed to be a coextensive characteristic of the 
composition "wherein tine weiglit ratio of glimepiride and metformin or a 
pliarmaceutically acceptable thereof is about 1/500 to about 2/500." Chandran et al. 
teach metforim hydrochloride (col. 2, lines 10-27); claims 9 and 1 1 recite the term 
"metformin hydrochloride." However, Chandran et al. do not teach a solid dosage form 
of metformin and glimepiride. 

Moeckel et al. (US Patent 5,955,106) is added to show the general state of the 
art regarding solid dosage forms comprising metformin. Moeckel et al. teach improved 
methods for preparing metformin solid dosage forms, including tablets and capsules, 
comprising at least about 70% of metformin relative to the weight of the pharmaceutical 
composition, wherein the dosage form contain the highest possible content of 
metformin, and wherein the problem of capping associated with the granulation of 
metformin is solved ( col. 1 , line 27 to col. 9, line 56; see especially col. 1 , line 27 to 5, 
line 46). 

Ghebre-Sellassie et al.(US Patent 6,499,984) is added to show the general state 
of the art regarding the methods of preparing tablet dosage forms comprising 
antidiabetic drugs. Ghebre-Sellassie et al. teach methods of preparing tablet dosage 
forms of antidiabetic drugs, including glimepiride and metformin hydrochloride (see 
especially col. 9, lines 35-37). 
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Based on the improved method of preparing metformin taught by Moeckel et al., 
someone of sl<ill in the art would have been motivated to combine the teachings of the 
above cited prior art to create the instant claimed inventive concept for use in type 2 
diabetic patients who do not have problems swallowing tablets. 

Thus, a person of ordinary skill in the art at the time the instant invention 
was made would have found it obvious to create the instant claimed invention with 
reasonable predictability. 

Claim rejections - 35 USC 102 - Newly applied 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or In public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 



Claims 1, 3-9, and 11 are rejected under 35 USC 102(b) as being anticipated by 
Timmins et al. (US Patent 6,031 ,004). 

Timmins et al. (US Patent 6,031,004) teach antihyperglycemic combinations of 
metformin and a sulfonylurea and methods of treatment using said combinations for 
treating hyperglycemia in patients with Type II diabetes, wherein glimepiride is disclosed 
as a preferred sulfonylurea antihyperglycemic agent for use in combination with 
mefformin, and wherein the metfomin/sulfonylurea are used in a ratio of 300/1 to about 
50:1 , preferably from about 250/1 to about 75:1 (col. 1 , lines 7-12; col. 3, lines 28-45; 
col. 4, lines 16-27). Instant claimed invention is directed to a metformin-glimepiride 



Application/Control Number: 10/502,403 Page 8 

Art Unit: 1615 

combination in a weiglit ratio of about 500/1 to about 250/1 (I.e. claims 1 , and 3-7) and 
methods of treating hyperglycemia In Type II diabetes using said combinations (claims 
8,9, and 11). The term "about 500/1 to about 250/1" as recited In claims 1 and 8 clearly 
overlaps with the teaching of TImmlns et al. of a weight ratio of 300/1 to about 50:1 (col. 
3, lines 39-45). The term "synergistic combination" as recited in claim 8 is construed to 
be an inherent feature of the composition wherein the metformin and glimepiride are 
present In a weight ratio of 500/1 to 500/2. TImmlns et al. also disclose that metformin 
has a bitter taste and Is usually market as a coated tablet (col. 1 , lines 29-35). 
Applicant's invention is directed to a solid dosage form, which is reasonably construed 
to encompass tablets. Instant claims 4-7 recite the term "at least one excipient" which is 
satisfied by the teaching of TImmlns et al. of a pharmaceutlcally acceptable carrier (e.g. 
see reference claim 5). For the above reasons, claims 1 , 3-9, and 1 1 are found to be 
anticipated by the cited reference. 

Any Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Charlesworth Rae whose telephone number Is 571-272- 
6029. The examiner can normally be reached between 9 a.m. to 5:30 p.m. Monday to 
Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at 571-272-8373. The fax phone 
number for the organization where this application or proceeding Is assigned Is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http:pair-direct.uspto.gov. 
Should you have any questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 800-21 7-91 97 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 

14 July 2008 

/C. R./ Examiner, Art Unit 1611 



/MP WOODWARD/ 
Supervisory Patent Examiner, Art Unit 1615 



